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Objectives. The purpose of the study was to assess the effects of
maternal HIV-1 (human immunodeficiency virus) infection and
vertically transmitted HIV-1 infection on the prevalence of con-
genital cardiovascular malformations in children.
Background. In the United States, an estimated 7000 children
are born to HIV-infected women annually. Previous limited re-
ports have suggested an increase in the prevalence of congenital
cardiovascular malformations in vertically transmitted HIV-
infected children.
Methods. In a prospective longitudinal multicenter study, di-
agnostic echocardiograms were performed at 4–6-month intervals
on two cohorts of children exposed to maternal HIV-1 infection: 1)
a Neonatal Cohort of 90 HIV-infected, 449 HIV-uninfected and 19
HIV-indeterminate children; and 2) an Older HIV-Infected Co-
hort of 201 children with vertically transmitted HIV-1 infection
recruited after 28 days of age.
Results. In the Neonatal Cohort, 36 lesions were seen in 36
patients, yielding an overall congenital cardiovascular malforma-
tion prevalence of 6.5% (36/558), with a 8.9% (8/90) prevalence in
HIV-infected children and a 5.6% (25/449) prevalence in HIV-
uninfected children. Two children (2/558, 0.4%) had cyanotic
lesions. In the Older HIV-Infected Cohort, there was a congenital
cardiovascular malformation prevalence of 7.5% (15/201). The
distribution of lesions did not differ significantly between the
groups.
Conclusions. There was no statistically significant difference in
congenital cardiovascular malformation prevalence in HIV-
infected versus HIV-uninfected children born to HIV-infected
women. With the use of early screening echocardiography, rates of
congenital cardiovascular malformations in both the HIV-infected
and HIV-uninfected children were five- to ten-fold higher than
rates reported in population-based epidemiologic studies but not
higher than in normal populations similarly screened. Potentially
important subclinical congenital cardiovascular malformations
were detected.
(J Am Coll Cardiol 1998;32:1749–55)
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There has been a rapid rise in the number of women of
child-bearing age infected with the human immunodeficiency
virus type 1 (HIV-1) (1). In the United States, an estimated
7000 children are born to HIV-infected women annually, and
mother-to-child transmission accounts for 95% of the reported
AIDS cases in children under 4 years of age (2).
The association of vertically transmitted HIV-1 infection
with left ventricular dysfunction and dilated cardiomyopathy
has been well established in infants and children (3,4). How-
ever, the effect of maternal HIV-1 infection on the prevalence
of congenital cardiovascular malformations is unknown. An
abstract published in 1988 by Vogel and colleagues (5) re-
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ported a congenital cardiovascular malformation prevalence of
2.8% (5/175) in an uncontrolled study population of HIV-
infected children. Three of the five patients required cardiac
catheterization and surgery. That same year, the Italian Mul-
ticentre Study (6) reported a four-fold increase in the preva-
lence of congenital cardiovascular malformations in 165 HIV-
infected children when compared to historical control data
(2.4% vs. 0.6%).
The Prospective P2C2 HIV Multicenter Study (P2C2 HIV
Study) was initiated to provide a systematic surveillance of
Pediatric Pulmonary and Cardiovascular Complications (P2C2)
commonly seen in children exposed to maternal HIV-1 infec-
tion. The purpose of the present report was to examine the
effects of maternal HIV-1 infection and vertically transmitted
HIV-1 infection on the prevalence of congenital cardiovascular
malformations in children born to HIV-infected women.
Methods
From May 1990 to January 1994, HIV-infected women and
their children were recruited into the P2C2 HIV Study at five
clinical centers located in four major metropolitan areas.
Studies evaluating the long-term effects of HIV-1 morbidity
were performed in accordance with a protocol approved by the
Institutional Review Board at each of the clinical centers.
Informed consent to participate in the study was obtained from
the appropriate family member of all patients. A detailed
description of recruitment and retainment strategies for the
P2C2 HIV Study has been provided elsewhere (7).
The P2C2 HIV Study recruited two study cohorts. The
Neonatal Cohort (also referred to as group II in other P2C2
publications) was composed of infants born to HIV-infected
women enrolled during gestation or by 28 days after birth. A
randomly selected group of HIV-uninfected children from this
cohort was followed throughout the study as a comparison
group (Neonatal Cohort/Comparison Group) for the HIV-
infected children (Neonatal Cohort/HIV-Infected Group).
The Older HIV-Infected Cohort (also referred to as group I in
other P2C2 publications) was composed of children enrolled at
more than 28 days of age with documented vertically transmit-
ted HIV-1 infection. This group was selected to provide
information on the later stages of HIV-1 infection in child-
hood. Children who were classified as P-2, subclass E (cancer),
at enrollment according to the 1987 Revised Centers for
Disease Control Classification System were excluded from the
study (8).
Maternal HIV-1 status was determined by antibody testing
with an enzyme-linked immunosorbent assay (ELISA) and
confirmed by Western blot. The HIV-1 status of the infant was
determined by viral culture upon recruitment, at 3 months, and
at 6 months of age. An HIV-negative status was confirmed by
antibody testing at a minimum of 15 months of age. Children
who were lost to follow-up or died prior to confirmation of
HIV-1 status were classified as HIV-indeterminate. Measure-
ments of maternal CD4 lymphocyte number and percent were
obtained at delivery in laboratories that used AIDS Clinical
Trials Group quality assurance protocols.
Throughout the study, a screening physical examination was
routinely performed by a P2C2 nurse prior to each echocardio-
gram. The presence or absence of a murmur was recorded.
From March 1994 to January 1997, the P2C2 HIV Study
protocol included physical examination findings of a pediatric
cardiologist on all patients suspected of having a congenital
cardiovascular malformation or congestive heart failure.
Diagnostic anatomical echocardiograms and left ventricular
function and contractility analyses were performed according
to the P2C2 protocol at 10 designated noninvasive laboratories
affiliated with the five participating clinical centers. Echocar-
diograms were performed upon enrollment into the study and
at 4-month intervals prior to determination of HIV-infection
status. Echocardiograms continued at 4-month intervals
throughout the study for the HIV-infected children. Chloral
hydrate was used for sedation in children under 3 years of age
when necessary. Children who were determined to be HIV-
negative subsequently obtained echocardiograms at 6-month
intervals without sedation.
Echocardiograms were recorded on VHS or SVHS video-
tapes for subsequent review. The studies were supervised and
reviewed by staff pediatric cardiologists at the clinical centers.
The finding of a congenital cardiovascular malformation and
its status on later studies were reported to a central data
coordinating center. The persistence of a congenital cardiovas-
cular malformation at 1 year of age was established by notation
of the malformation on an echocardiogram at or beyond 1 year
of age.
Several quality assessments were performed to ensure
uniformity of quality and diagnostic capability of the echocar-
diograms. During the initial stages of the study, a random
sample of 44 echocardiograms with normal and abnormal
findings was collected for a blind review by a P2C2 cardiologist
at another clinical center. Thereafter, only studies positive for
a congenital cardiovascular malformation were routinely re-
viewed by a second P2C2 cardiologist. After completion of the
data collection phase, a subsequent blind review of 25 Neona-
tal Cohort studies with abnormal findings was performed by a
single P2C2 cardiologist (S.E.D.) to further refine the study
diagnostic criteria for congenital cardiovascular malforma-
tions. There was agreement on the primary diagnosis in 21 of
the 25 cases reviewed (84%). Based on this blind review and
other quality assurance measures, the diagnostic criteria for
congenital cardiovascular malformations were then modified
to exclude transient right-sided flow lesions. There was agree-
ment between the initial reading and blind review in all of the
cases ultimately included in the primary rate calculations,
excluding the diagnosis of patent foramen ovale.
Abbreviations and Acronyms
HIV 5 human immunodeficiency virus
P2C2 5 pediatric pulmonary and cardiac complications
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Diagnostic criteria and excluded diagnoses. Standard di-
agnostic definitions were utilized for congenital cardiovascular
malformations. In all cases, the diagnosis of a congenital
cardiovascular malformation required verification of the lesion
upon subsequent review by a P2C2 cardiologist at the clinical
center in which the study was performed. Structural lesions
believed to be possibly normal stages of cardiovascular devel-
opment were excluded from the primary calculations of con-
genital cardiovascular malformation prevalence: an atrial sep-
tal defect at less than 2 months of age, a patent ductus
arteriosus at less than 2 months of age, and a patent foramen
ovale at any age. After quality assurance review, transient
right-sided flow abnormalities without a hemodynamically
significant gradient (defined as a gradient of 10 mm Hg or
greater) were also excluded. Only right-sided flow lesions that
were identified on two or more echocardiograms, with at least
one notation beyond 1 year of life, were included in the
analyses.
Statistical analysis. The prevalence of congenital cardio-
vascular malformations was estimated as a proportion. Confi-
dence intervals (CI 95%) were calculated for prevalence rates
within each study cohort and by HIV-1 status within the
Neonatal Cohort. The prevalence rates were compared be-
tween groups using a chi-square test or a Fisher exact test.
Maternal CD4 lymphocyte count and percent were compared
by the HIV-1 status of the child and separately by the
congenital cardiovascular malformation status of the child
using the Wilcoxon rank-sum test. Logistic regression was used
to examine the joint association of HIV-1 status and congenital
cardiovascular malformation status on the detection of a
cardiac murmur.
Results
Patients. A total of 611 fetuses or live-born infants were
enrolled in the Neonatal Cohort including 11 fetuses and 600
live births. Of the 600 live-born children, 558 had one or more
echocardiograms (n 5 90 HIV-positive, n 5 449 HIV-negative,
and n 5 19 HIV-indeterminate) and formed the study popu-
lation. Forty-two children had no echocardiograms, including 8
children who died (n 5 2 HIV-positive and n 5 6 HIV-
indeterminate), 28 lost to follow-up (n 5 1 HIV-positive, n 5
8 HIV-negative, and n 5 19 HIV-indeterminate), and 6
children randomized off study without having an echocardiogram
(all HIV-negative). Two hundred sixteen HIV-uninfected chil-
dren from 204 mothers were randomly selected to be followed
as a comparison group (Neonatal Cohort/Comparison Group)
from the HIV-negative infants.
Among the 558 infants from the Neonatal Cohort with one
or more echocardiograms, 291 (52.2%) were male. Most of the
infants were either black (n 5 282, 50.5%) or Hispanic (n 5
175, 31.4%). The demographic profiles of the HIV-infected
and HIV-uninfected groups were similar. Among the 85 HIV-
infected and 412 HIV-uninfected children who had two or
more echocardiograms, the median number of echocardio-
grams completed in the first year of life was four and three,
respectively.
There were a total of 205 children enrolled in the Older
HIV-Infected Cohort. Among the 201 children with one or
more echocardiograms, the median age at the time of enroll-
ment was 23.0 months, with a range of 1.7 to 166.0 months. A
majority of the 201 children were female (n 5 109, 54.2%), and
most were either black (n 5 88, 43.8%) or Hispanic (n 5 79,
39.3%). The gender and race characteristics of the Older
HIV-Infected Cohort were not significantly different from the
Neonatal Cohort.
Neonatal cohort/HIV-infected and comparison groups.
The overall prevalence of congenital cardiovascular malforma-
tions was 6.5% (36/558) among children in the Neonatal
Cohort with a median age at cardiovascular diagnosis of 102
days (Table 1). There was no statistically significant difference
in the rates of congenital cardiovascular malformation preva-
lence obtained at the five clinical centers: Baylor (5.1%),
Boston (9.6%), Mt. Sinai (8.3%), Presbyterian (3.7%), and
UCLA (8.0%). There was no statistically significant difference
detected in the congenital cardiovascular malformation prev-
alence among HIV-infected (8.9%) and HIV-uninfected
(5.6%) children. The observed difference in congenital cardio-
vascular malformation prevalence rates between HIV-infected
and HIV-uninfected children was 3.3% with a 95% CI of
23.0% to 9.5%. There was no statistically significant difference
in the median age at first detection between the HIV-infected
group and the HIV-uninfected group (29 vs. 107 days, p 5
0.42).
Thirty-six congenital cardiovascular malformations were
diagnosed in 36 children within the Neonatal Cohort (Table 2).
Table 1. Prevalence of Congenital Cardiovascular Malformations (CCM) in Infants (Neonatal Cohort)
of HIV-Infected Mothers
Group No. Infants No. CCM % 95% CI
Median Age CCM
Identified (days)
HIV-infected 90 8 8.9 3.9%, 16.8% 29
HIV-uninfected 449 25 5.6 3.6%, 8.1% 107
HIV-indeterminate 19 3 15.8 3.4%, 39.6% 64
HIV-infected and
HIV-uninfected
539 33 6.1 4.3%, 8.5% 105
All infants 558 36 6.5 4.6%, 8.8% 102
Patent ductus arteriosus (PDA) and atrial septal defect (ASD) in infants ,2 months of age, right-sided lesions that
did not persist, and all patent foramen ovale (PFOs) were excluded.
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The distribution of congenital cardiovascular malformations in
HIV-infected versus HIV-uninfected children was similar, and
rare or uncommon malformations were not identified at
unexpectedly high rates (Tables 2 and 3). Only one case of
patent ductus arteriosus was associated with prematurity. A
number of normally subclinical congenital cardiovascular mal-
formations, such as a bicuspid aortic valve without stenosis or
regurgitation, a persistent left superior vena cava, and a small
coronary arteriovenous fistula, were identified on the screening
echocardiograms. These lesions comprised 6 out of the 36
congenital cardiovascular malformations detected (16.7%) in
the Neonatal Cohort.
A heart murmur was noted on 24.2% (129/534) of children
with a known HIV-1 status within the Neonatal Cohort. A
murmur was more common among HIV-infected infants
(35.6% vs. 21.9%, p 5 0.008) and tended to be more frequent
among infants with a congenital cardiovascular malformation
(39.4% vs. 23.2%, p 5 0.05). Among the group of 36 Neonatal
Cohort children with a congenital cardiovascular malforma-
tion, 14 (38.9%) had a murmur detected.
The two children with a cyanotic congenital cardiovascular
malformation (2/558, 0.4%) underwent successful surgical
repair. A patient with obstructed total anomalous pulmonary
venous return was repaired at 2 days of age, and a patient with
a ventricular septal defect and pulmonary stenosis was cor-
rected at 3 years of age. No other child studied required
cardiac catheterization or surgical intervention for a congenital
cardiovascular malformation. Two children with a secundum
atrial septal defect had evidence of right ventricular hypertro-
phy on electrocardiogram. Neither had evidence of persistent
right ventricular volume overload on echocardiogram (as
defined by diastolic septal flattening). In addition, no child with
an isolated ventricular septal defect or patent ductus arteriosus
had evidence of a hemodynamically significant left to right
shunt on echocardiogram (as defined by left ventricular dila-
tation).
Persistence of a congenital cardiovascular malformation
was documented on a follow-up echocardiogram in 56%
(19/34) of children with a known HIV-1 status at 1 year of age
(Table 3). There was a trend toward congenital cardiovascular
malformation persistence in HIV-infected (6/85, 7.1%) versus
HIV-uninfected children (13/412, 3.2%; p 5 0.11).
Congenital cardiovascular malformation status of the child
did not correlate with severity of maternal HIV-1 infection as
measured by CD4 cell count. There was no significant differ-
ence in median values of maternal CD4 number and percent
between the children with a congenital cardiovascular malfor-
mation (n 5 29, 484 cells/mm3 and 29%) versus the control
group children (n 5 454, 423 cells/mm3 and 27%).
Table 2. Summary of All Congenital Cardiovascular Malformations
(CCM) Among 558 Infants From the Neonatal Cohort
CCM Frequency %
Cyanotic Lesions
Total anomalous pulmonary venous return 1 0.2
Ventricular septal defect and valvar
pulmonary stenosis
1 0.2
Shunt Lesions
Secundum atrial septal defect 7 1.3
Ventricular septal defect 11 2.0
Patent ductus arteriosus 9 1.6
Right-sided Lesions
Supravalvar pulmonary stenosis 1 0.2
Left-sided Lesions
Bicuspid aortic valve 2 0.4
Miscellaneous Lesions
Persistent left superior vena cava 1 0.2
Coronary arteriovenous fistula 3 0.5
Total 36 6.5
Table 3. Prevalence of Congenital Cardiovascular Malformations (CCM) and Lesion Status at One Year of Age Among the Neonatal Cohort
CCM
HIV-Infected
(n 5 90) Follow-up HIV-Infected (n 5 85)
HIV-Uninfected
(n 5 449) Follow-up HIV-Uninfected (n 5 412)
No. Infants % Persisted Resolved Unknown No. Infants % Persisted Resolved Unknown
Cyanotic lesion 1 1.1 1 1 0.2 1
Secundum atrial septal
defect
2 2.2 1 1 5 1.1 3 2
Ventricular septal defect 3 3.3 2 1 8 1.8 1 6 1
Patent ductus
arteriosus*
1 1.1 1 5 1.1 3 1 1
Supravalvar pulmonary
stenosis
1 1.1 1 0
Bicuspid aortic valve 0 2 0.5 2
Persistent left superior
vena cava
0 1 0.2 1
Coronary arteriovenous
fistula
0 3 0.7 2 1
No. infants and percent 8 8.9 6/85 2/85 0/85 25 5.6 13/412 10/412 2/412
7.1% 2.4% 0.0% 3.2% 2.4% 0.5%
*Each of the three HIV indeterminate infants with a CCM had a patent ductus arteriosus.
1752 LAI ET AL. JACC Vol. 32, No. 6
HIV-1 AND CARDIOVASCULAR MALFORMATIONS November 15, 1998:1749–55
Older HIV-infected cohort. The prevalence of congenital
cardiovascular malformations in the Older HIV-Infected Co-
hort was 7.5% (95% CI 4.2%, 12.0%). Sixteen lesions were
diagnosed in 15 children (Table 4). Median age at the time of
diagnosis was 16.8 months. The congenital cardiovascular
malformation prevalence was similar in the Older HIV-
Infected Cohort and the Neonatal Cohort/HIV-Infected
Group (7.5% and 8.9%, respectively). There was also no
statistically significant difference in the prevalence of congen-
ital cardiovascular malformations between children in the
Older HIV-Infected Cohort and the Neonatal Cohort as a
whole.
Patent foramen ovale. A patent foramen ovale was seen
after 1 year of age in 13 children within the Neonatal Cohort
(13/534, 2.4%). Two of the 13 children were HIV-infected, and
11 were HIV-uninfected. A patent foramen ovale was seen
after 1 year of age in 10 children within the Older HIV-
Infected Cohort (10/201, 5.0%). The inclusion of patent fora-
men ovale in the calculations of congenital cardiovascular
malformation prevalence did not result in any statistically
significant increases (Table 5). Three infants in the Neonatal
Cohort had a patent foramen ovale in addition to another
congenital cardiovascular malformation, resulting in 49 lesions
among 46 infants.
Discussion
Effect of maternal HIV-1 infection. Development within
the uterine environment of an HIV-infected woman may have
untoward effects on fetal cardiac development regardless of
the status of HIV-1 transmission to the fetus. As previously
published, self-reported rates of maternal illicit drug use,
smoking and alcohol consumption were high in our study
population, but the rates were similar in mothers of HIV-
infected and mothers of HIV-uninfected children (9).
The congenital cardiovascular malformation prevalence in
both the Neonatal Cohort and the Older HIV-Infected Cohort
was five- to ten-fold higher than the 0.4% to 1.4% prevalence
reported in population-based epidemiologic studies (10–14).
The children in either P2C2 study cohort underwent multiple
echocardiographic examinations that yielded a high rate of
structural lesions. Of the patients with a congenital cardiovas-
cular malformation, ,40% had a murmur detected. Many of
these lesions would not have been reported in population-
based studies in which cases were primarily identified after
referral for evaluation of a murmur or for clinical evidence of
congestive heart failure.
Several reports describe the prevalence of congenital car-
diovascular malformations based on screening echocardiogra-
phy at an early age. Ooshima and colleagues (15) examined
502 consecutive neonates and discovered 19 cases (3.8%) of
congenital cardiovascular malformations: 10 ventricular septal
defect (2.0%), 4 atrial septal defect (0.8%), 2 pulmonary
stenosis (0.4%), and 1 each of aortic stenosis, endocardial
cushion defect and tricuspid regurgitation (0.2%). During the
first 12 months, 8 of 10 ventricular septal defects and all 4 atrial
septal defects closed spontaneously, giving a 1.0% prevalence
of congenital cardiovascular malformations at 1 year. Hirashi
and colleagues (16) reported a 2.0% prevalence of muscular
ventricular septal defect in a cohort of 1028 newborns with a
76% spontaneous closure rate by 1 year of age. A murmur was
present in 42% of the patients at the time of initial echocar-
diographic examination. Roguin and colleagues (17) reported
a 5.3% prevalence of muscular ventricular septal defect in 1053
newborns with an 89% spontaneous closure rate by 10 months
of age. Only 11% of the patients had clinical evidence of a
ventricular septal defect at the time of echocardiographic
diagnosis.
In our Neonatal Cohort, children of HIV-infected women,
9 of the 12 ventricular septal defects were muscular in location
(including a patient with a ventricular septal defect and
pulmonary stenosis), yielding a 1.6% prevalence of muscular
ventricular septal defect. There was a 1.3% prevalence of
secundum atrial septal defect. Both of these rates are compa-
rable to the available normal population data as determined by
early screening echocardiography.
Because of the high rate of early spontaneous resolution of
certain lesions, the timing of echocardiographic screening may
affect the number of congenital cardiovascular malformations
detected. Spontaneous closure of an atrial septal defect (18,19)
or a ventricular septal defect (15–17) within the first several
Table 4. Summary of All Congenital Cardiovascular Malformations
(CCM) Among 201 Infants From the Older HIV-Infected Cohort
Abnormality Frequency %
Shunt Lesions
Secundum atrial septal defect 4 2.0
Ventricular septal defect 1 0.5
Patent ductus arteriosus 2 1.0
Right-sided Lesions
Tricuspid valve prolapse 1 0.5
Valvar pulmonary stenosis 1 0.5
Left-sided Lesions
Mitral valve prolapse 5 2.5
Subaortic stenosis 1 0.5
Miscellaneous Lesions
Single coronary artery system 1 0.5
Total 15* 7.5%*
*Sixteen lesions in 15 infants and children.
Table 5. Prevalence of Congenital Cardiovascular Malformations
(CCM) Among the Neonatal Cohort Including Patent Foramen
Ovale in Children Over One Year of Age
Group No. Infants No. CCM %
HIV-infected 90 9 10.0
HIV-uninfected 449 34 7.6
HIV-indeterminate 19 3 15.8
All infants 558 46* 8.2
PDA and ASD in infants ,2 months of age, right-sided lesions that did not
persist, and PFOs in children less than 1 year were excluded. *Three infants had
a PFO plus an additional lesion resulting in 49 lesions among 46 infants.
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years of life has been well documented in a large percentage of
patients. In contrast, spontaneous closure of a patent ductus
arteriosus after 3 months of age is rare (20,21). To date, there
are no studies describing the course of a trivial patent ductus
arteriosus using serial echocardiography.
Effect of vertically transmitted HIV-infection. In contrast
to earlier limited reports (5,6), the prevalence of congenital
cardiovascular malformations was not significantly different
between HIV-infected (8.9%) and HIV-uninfected (5.6%)
children. With sample sizes available, this study had over 80%
statistical power to detect differences in the prevalence of
congenital cardiovascular malformations of 6% in HIV-
uninfected children versus 16% in HIV-infected children (sig-
nificance level 5 0.05, one-sided). The power of the study to
detect statistically significant differences was somewhat dimin-
ished because of a lower than originally anticipated vertical
transmission rate of 16.7% for the Neonatal Cohort.
It is likely that HIV-1 infection in a substantial percentage
of vertically transmitted cases occurs after the completion of
cardiac development at 6 to 8 weeks of fetal age (8 to 10 weeks’
gestational age). Studies on children indicate that a majority of
vertically transmitted cases occurs either late in pregnancy or
during the perinatal period (22,23).
The HIV-infection status of the child did not correlate with
maternal lymphocyte subsets (CD4 cell count and percent).
More detailed analyses of immunologic characteristics associ-
ated with mother–infant HIV-1 transmission are provided
elsewhere (24). Recent advances in the understanding of
vertical HIV-1 infection have yielded additional tools for the
study of the mother, fetus and infant exposed to HIV-1 that
were not available at the onset of the P2C2 HIV Study.
Subclinical cardiovascular malformations and patent fora-
men ovale. Because of their potential long-term clinical im-
pact, subclinical lesions, defined as uniformly silent lesions,
were included in the P2C2 analyses of congenital cardiovascu-
lar malformation prevalence. The subclinical lesions seen in
the Neonatal Cohort were bicuspid aortic valve without steno-
sis or regurgitation, persistent left superior vena cava and
coronary arteriovenous fistula. These subclinical lesions ac-
counted for 6 of the 36 lesions diagnosed (16.7%) and 5 of the
18 lesions that persisted at 1 year of age (27.8%) in the
Neonatal Cohort.
The fate of a small coronary arteriovenous fistula diagnosed
in childhood is not established. The incidence of small coro-
nary arteriovenous fistulae is not insignificant in adult popula-
tions (0.02% to 2.1%) (25–27), with an incidence of 0.18%
reported in the largest series (25). Small coronary arterio-
venous fistulae, such as the three identified in our Neonatal
Cohort, are usually clinically silent with no accompanying
murmurs or symptoms (28,29).
Diagnosis of a patent foramen ovale on a screening echo-
cardiogram is of potential clinical importance because of its
possible association with cerebral and peripheral embolic
events (30). Because of its high prevalence in normal patients,
however, the diagnosis of a patent foramen ovale was not
included in the primary analyses of congenital cardiovascular
malformation prevalence in the P2C2 study.
Study limitations. The study examined only the rates of
congenital cardiovascular malformations in live-born children
and did not address the rate and potential causes of fetal loss
secondary to HIV-1 infection. Potentially, there may have been
additional cases of congenital cardiovascular malformations
that were not included in the study due to fetal demise.
Conventional clinical diagnostic criteria were utilized for
the diagnosis of structural lesions. By several quality control
measures, there was good agreement on the diagnosis of major
and minor congenital cardiovascular malformations. The lack
of uniform criteria for the diagnosis of congenital cardiovas-
cular malformations could not be corrected retrospectively
because imaging studies were not directed at the identification
or exclusion of all minor structural lesions. Based on the
quality control assessment, it is reasonably anticipated that any
bias inherent in the study owing to diagnostic criteria would
have been evenly divided between HIV-infected and HIV-
uninfected children. The unique feature of this report relates
to the comprehensive echocardiographic evaluation and
follow-up of large cohorts of HIV-infected and HIV-
uninfected children of HIV-infected women.
Conclusions. In a prospective study of children born to
HIV-infected women, there was no statistically significant
difference in the prevalence of congenital cardiovascular mal-
formations in HIV-infected versus HIV-uninfected children.
Rates of congenital cardiovascular malformations in both the
HIV-infected and HIV-uninfected children, as determined by
early screening echocardiography, were five- to ten-fold higher
than rates reported in population-based epidemiologic studies
but not higher than in normal populations similarly screened.
The use of echocardiography as the method of case detection
and the timing of screening were important in comparisons of
congenital cardiovascular malformation prevalence. Poten-
tially important subclinical congenital cardiovascular malfor-
mations were detected by screening echocardiography, but
both their natural history and impact on the clinical course of
children exposed to maternal HIV-1 infection are unknown.
Appendix
A partial listing of participants in the P2C2 HIV Study is listed below.
For a full list, see ref. 7.
NATIONAL HEART, LUNG, AND BLOOD INSTITUTE: Hannah Peavy,
MD (Project Officer), Anthony Kalica, PHD, Elaine Sloand, MD, George Sopko,
MD, MPH, Margaret Wu, PHD
CHAIRMAN OF THE STEERING COMMITTEE: Robert Mellins, MD
CLINICAL CENTERS
Baylor College of Medicine, Houston, Texas: William Shearer, MD, PHD,*
Nancy Ayres, MD, J. Timothy Bricker, MD, Arthur Garson, MD, Achi Ludomir-
sky, MD, Linda Davis, RN, BSN, Paula Feinman, Mary Beth Mauer, RN, BSN,
Debra Mooneyham, RN, Teresa Tonsberg, RN
The Children’s Hospital, Boston/Harvard Medical School, Boston, Massa-
chusetts: Steven Lipshultz, MD,* Steven Colan, MD, Lisa Hornberger, MD,
Stephen Sanders, MD, Marcy Schwartz, MD, Helen Donovan, Janice Hunter,
MS, Karen Lewis, RN, Ellen McAuliffe, BSN, Patricia Ray, BS, Sonia Sharma,
BS
Mount Sinai School of Medicine, New York, New York: Meyer Kattan, MD,*
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Wyman Lai, MD, Samuel Ritter, MD, Debbie Benes, MS, RN, Diane Carp,
MSN, RN, Donna Lewis, Sue Mone, MS, Mary Ann Worth, RN
Presbyterian Hospital in the City of New York/Columbia University, New
York, New York: Robert Mellins, MD,* Fred Bierman, MD* (through 5/91),
Thomas Starc, MD, Anthony Brown, Margaret Challenger, Kim Geromanos,
MS, RN
UCLA School of Medicine, Los Angeles, California: Samuel Kaplan, MD,*
Y. Al-Khatib, MD, Robin Doroshow, MD, Stacey Drant, MD, Arno Hohn, MD,
Joephine Isabel-Jones, MD, Barry Marcus, MD, Roberta Williams, MD, Helene
Cohen, PNP, RN, Lynn Fukushima, MSN, RN, Audrey Gardner, TDCS, Sharon
Golden, RDMS, Lucy Kunzman, RN, MS, CPNP, Karen Simandle, RD, MS,
Ah-Lin Wong, RDMS, Toni Ziolkowski, RN, MSN
CLINICAL COORDINATING CENTER
The Cleveland Clinic Foundation, Cleveland, Ohio: Mark Schluchter, PHD,*
Johanna Goldfarb, MD, Douglas Moodie, MD, Cindy Chen, MS, Kirk Easley,
MS, Scott Husak, BS, Victoria Konig, ART, Paul Sartori, BS, Lori Schnur, BS,
Susan Sunkle, BA, CCRA
Consultant: Case Western Reserve University, Cleveland, Ohio
Richard Martin, MD
POLICY, DATA AND SAFETY MONITORING BOARD: Henrique Rigatto,
MD (Chairman), Edward B. Clark, MD, Robert B. Cotton, MD, Vijay V. Joshi,
MD, Paul S. Levy, SCD, Norman S. Talner, MD, Patricia Taylor, PHD, Robert
Tepper, MD, PHD, Janet Wittes, PHD, Robert H. Yolken, MD, Peter E. Vink,
MD
*Principal Investigator.
References
1. United Nations Development Programme. Young women: silence, suscep-
tibility, and the HIV epidemic. Pediatr AIDS & HIV Infect: Fetus to
Adolescent 1994;5:1–9.
2. Mofenson LM. Epidemiology and determinants of vertical HIV transmis-
sion. Semin Pediatr Infect Dis 1994;5:252–65.
3. Lipshultz, SE. Cardiovascular problems. In: Pizzo PA, Wilfert CM, editors.
Pediatric AIDS: The Challenge of HIV Infection in Infants, Children, and
Adolescents. 2nd ed. Baltimore: Williams & Wilkins, 1994:483–511.
4. Luginbuhl LM, Orav J, McIntosh K, Lipshultz SE. Cardiac morbidity and
related mortality in children with HIV infection. JAMA 1993;269:2869–75.
5. Vogel RL, Alboliras ET, McSherry GD, Levine OR, Antillon JR. Congenital
heart defects in children of human immunodeficiency virus-positive mothers
[abstract]. Circulation 1988;78:II-17.
6. Italian Mulitcentre Study. Epidemiology, clinical features and prognostic
factors of paediatric HIV infection. Lancet 1988;2:1043–6.
7. Kattan M, Beck G, Boyett J, et al. for the P2C2 HIV Study Group. The
pediatric pulmonary and cardiovascular complications of vertically transmit-
ted human immunodeficiency virus (P2C2 HIV) infection study: design and
methods. J Clin Epidemiol 1996;49:1285–94.
8. Centers for Disease Control and Prevention. Classification system for human
immunodeficiency virus (HIV) in children under 13 years of age. MMWR
Morb Mortal Wkly Rep 1987;36:225–30, 235–6.
9. Martin R, Boyer P, Hammill H, et al. for the Pediatric Pulmonary and
Cardiovascular Complications of Vertically Transmitted Human Immuno-
deficiency Virus Infection Study Group. Incidence of premature birth and
neonatal respiratory disease in infants of HIV-positive mothers. J Pediatr
1997;131:851–6.
10. Mitchell SC, Korones SB, Berendes HW. Congenital heart disease in 56,109
births: incidence and natural history. Circulation 1971;43:323–32.
11. Ferencz C, Correa-Villasenor A. Epidemiology of cardiovascular malforma-
tions: the state of the art. Cardiol Young 1991;1:264–84.
12. Hoffman JIE. Incidence of congenital heart disease: I. Postnatal incidence.
Pediatr Cardiol 1995;16:103–13.
13. Ferencz C, Boughman JA. Teratology, genetics, and recurrence risks.
Cardiol Clin 1993;11:557–67.
14. Samanek M, Slavik Z, Zborilova B, Hrobonova V, Voriskova M, Skovranek
J. Prevalence, treatment, and outcome of heart disease in live-born children:
a prospective analysis of 91,823 live-born children. Pediatr Cardiol 1989;10:
205–11.
15. Ooshima A, Fukushige J, Ueda K. Incidence of structural cardiac disorders
in neonates: an evaluation by color Doppler echocardiography and the
results of a 1-year follow-up. Cardiol 1995;86:402–6.
16. Hirashi S, Agata Y, Nowatari M, et al. Incidence and natural course of
trabecular ventricular septal defect: two-dimensional echocardiography and
color Doppler flow imaging study. J Pediatr 1992;120:409–15.
17. Roguin N, Du ZD, Barak M, Nasser N, Hershkowitz S, Milgram E. High
prevalence of muscular ventricular septal defect in neonates. J Am Coll
Cardiol 1995;26:1545–8.
18. Radzik D, Davignon A, van Doesburg N, Fournier A, Marchand T,
Ducharme G. Predictive factors for spontaneous closure of atrial septal
defects diagnosed in the first 3 months of life. J Am Coll Cardiol 1993;22:
851–3.
19. Hansen LK, Oxhoj H. High prevalence of interatrial communications during
the first three months of life. Pediatr Cardiol 1997;18:83–5.
20. Gittenberger-de Groot AC. Persistent ductus arteriosus: most probably a
primary congenital malformation. Br Heart J 1977;39:610–8.
21. Fisher RG, Moodie DS, Sterba R, Gill CC. Patent ductus arteriosus in
adults—long-term follow-up: nonsurgical versus surgical treatment. J Am
Coll Cardiol 1986;8:280–4.
22. Luzuriaga K, McQuilken P, Alimenti A, Somasundaran M, Hesselton RA,
Sullivan JL. Early viremia and immune responses in vertical human immu-
nodeficiency virus type 1 infection. J Infect Dis 1993;167:1008–13.
23. Rouzioux C, Costagliola D, Burgard M, et al. and the HIV Infection in
Newborns French Collaborative Study Group. Estimated timing of mother-
to-child human immunodeficiency virus type 1 (HIV-1) transmission by use
of a Markov model. Am J Epidemiol 1995;142:1330–7.
24. Pitt J, Jenson H, Schlucther M, et al. for the P2C2 HIV Study Group.
Maternal and perinatal factors related to maternal-infant transmission of
HIV-1 in the P2C2 HIV study: the role of EBV shedding. J Acquir Immune
Defic Syndr Hum Retrovirol [in press].
25. Yamanaka O, Hobbs RE. Coronary artery anomalies in 126,595 patients
undergoing coronary arteriography. Cathet Cardiovasc Diagn 1990;21:28–
40.
26. Nawa S, Miyachi Y, Shiba T, et al. Clinical and angiographic analysis of
congenital coronary artery fistulae in adulthood: is there any new trend? Jpn
Heart J 1996;37:95–104.
27. Cieslinski G, Rapprich B, Kober G. Coronary anomalies: incidence and
importance. Clin Cardiol 1993;16:711–5.
28. Liberthson RR, Sagar K, Berkoben JP, Weintraub RM, Levine F. Congen-
ital coronary arteriovenous fistula: report of 13 patients, review of the
literature and delineation of management. Circulation 1979;59:849–54.
29. Karr SS, Giglia TM. Anomalous coronary arteries and coronary artery
fistulas in infants and children. Coronary Artery Dis 1993;4:139–47.
30. Hausmann D, Mugge A, Becht I, Daniel WG. Diagnosis of patent foramen
ovale by transesophageal echocardiography and association with cerebral
and peripheral embolic events. Am J Cardiol 1992;70:668–72.
1755JACC Vol. 32, No. 6 LAI ET AL.
November 15, 1998:1749–55 HIV-1 AND CARDIOVASCULAR MALFORMATIONS
